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the report since they do not contain amendments.): 

Description, pages: 

1 -30 as originally filed 

Claims, No.: 

1-14 as originally filed 



2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 



4. Additional observations, if necessary: 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1-14 

No: Claims 

Inventive step (IS) Yes: Claims 

No: Claims 1-14 

Industrial applicability (IA) Yes: Claims 1-12 

No: Claims 
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2. Citations and explanations 
see separate sheet 

VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 
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Item V 

1 . Reference is made to the following documents: 

D1: Biochemistry, 1993, 32, 3396-3404 
D2: Biochemistry, 1994, 33, 14443-14451 
D3: WO-A-9 511 921 

2. The present application refers to trivalent thrombin inhibitors of the structure AS- 
Z-P as defined in Claim 1. The distinguishing feature of the thrombin inhibitor of 
the present claims and those of the prior art is Z representing a S' subsite blocking 
segment which links AS and P. 

In D1 the linker consists of about 4 to 6 amino acids as represented in Table I 
(page 3399) such as GlnSerHisAsnAspGly, GlyGlyGlyGlyGlyGly or 
GlyGlyGlyGlyGly whereas in the present claims the linker consists of 5 amino 
acids for example GlyGlyAlaGlyBAIa. The features distinguishing the linkers of the 
present application and those of D1 is that B-Ala is at the end of the linker and that 
only non-polar amino acids are at position 1 and 3 of the linker in the present 
application. In D1 a polar amino acid such as Gin can be at position 1. 
In the general part of the application it is asserted that said non-polar amino acids 
in the S' subsite blocking segment lead to an improved affinity of the thrombin 
inhibitor. 

However, it is not demonstrated whether at least a broad range of the linkers of 
present application have indeed a higher affinity than the linkers of D1. 
Therefore an objection under lack of inventive step (Article 33 (3) PCT) has to be 
raised. 

If it is demonstrated in the regional phase that all linkers of the present application 
are indeed advantageous in comparison with the linkers of D1, inventive step can 
be acknowledged. 

D2 and D3 do not appear to be relevant under Article 33 (2) and (3) EPC, since 
the linkers are more complex and not similar to those of the present application. 

3. Claims 13 and 14 relate to subject-matter considered by this Authority to be 
covered by the provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be 
formulated with respect to the industrial applicability of the subject-matter of these 
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claims (Article 34(4)(a)(i) PCT). 
Item VII 

In the description (page 10, lines 20-23) it is stated that B-Ala can be substituted with 
other amino acids. Therefore the linker of Claim 1 include linkers not distinguished from 
those of D1 such as the P198 GlyGlyGlyGlyGly linker in Table I. 
Therefore said passage of the description should be deleted. The same applies to page 
18, lines 5-10). 
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EXAMINATION REPORT International application No. PCT/CA97/00745 



I. Basis of the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 

Description, pages: 

1 -30 as originally filed 

Claims, No.: 

1-14 as originally filed 



2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 



4. Additional observations, if necessary: 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1-14 

No: Claims 

Inventive step (IS) Yes: Claims 

No: Claims 1-14 

Industrial applicability (IA) Yes: Claims 1 -1 2 

No: Claims 



Form PCT/IPEA/409 (Boxes I- VIII, Sheet 1) (January 1994) 



INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/CA97/00745 



2. Citations and explanations 
see separate sheet 

VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 
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Item V 

1 . Reference is made to the following documents: 

D1: Biochemistry, 1993, 32, 3396-3404 
D2: Biochemistry, 1994, 33, 14443-14451 
D3: WO-A-9 511 921 

2. The present application refers to trivalent thrombin inhibitors of the structure AS- 
Z-P as defined in Claim 1. The distinguishing feature of the thrombin inhibitor of 
the present claims and those of the prior art is Z representing a S' subsite blocking 
segment which links AS and P. 

In D1 the linker consists of about 4 to 6 amino acids as represented in Table I 
(page 3399) such as GlnSerHisAsnAspGly, GlyGlyGlyGlyGlyGly or 
GlyGlyGlyGlyGly whereas in the present claims the linker consists of 5 amino 
acids for example GlyGlyAlaGlyBAIa. The features distinguishing the linkers of the 
present application and those of D1 is that B-Ala is at the end of the linker, and that 
only non-polar amino acids are at position 1 and 3 of the linker in the present 
application. In D1 a polar amino acid such as Gin can be at position 1. 
In the general part of the application it is asserted that said non-polar amino acids 
in the S' subsite blocking segment lead to an improved affinity of the thrombin 
inhibitor. 

However, it is not demonstrated whether at least a broad range of the linkers of 
present application have indeed a higher affinity than the linkers of D1. 
Therefore an objection under lack of inventive step (Article 33 (3) PCT) has to be 
raised. 

If it is demonstrated in the regional phase that all linkers of the present application 
are indeed advantageous in comparison with the linkers of D1, inventive step can 
be acknowledged. 

D2 and D3 do not appear to be relevant under Article 33 (2) and (3) EPC, since 
the linkers are more complex and not similar to those of the present application. 

3. Claims 1 3 and 1 4 relate to subject-matter considered by this Authority to be 

covered by the provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be 
formulated with respect to the industrial applicability of the subject-matter of these 
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claims (Article 34(4)(a)(i) PCT). 
Item VII 

In the description (page 10, lines 20-23) it is stated that B-Ala can be substituted with 
other amino acids. Therefore the linker of Claim 1 include linkers not distinguished from 
those of D1 such as the P198 GlyGlyGlyGlyGly linker in Table I. 
Therefore said passage of the description should be deleted. The same applies to page 
18, lines 5-10). 
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